[The inhibitory activities of 480156-S and its related compounds on prostaglandin synthetase].
The inhibitory activities of 2-arylpropionic acids on prostaglandin synthetase were in the order of: Flurbiprofen (ID50, 0.10 microM) greater than Indomethacin (0.28 microM) greater than Ketoprofen (0.34 microM) greater than Naproxen (2.5 microM) greater than 480156-S (6.0 microM) greater than Ibuprofen (6.5 microM) greater than Benoxaprofen (47.9 microM). The S(+)-enantiomers had 15-300 times higher inhibitory activities than the corresponding R(-)-enantiomers. 2-Phenylpropionic acid and the metabolites of 480156-S (M-I, M-II and M-III) did not show any inhibitory activity on prostaglandin synthetase. Therefore, the presence of a hydrophobic substituent group, such as thiazolyloxy, on the benzene ring of 2-phenylpropionic acid is essential for the inhibition of prostaglandin synthetase, and the compound with the para substituent showed the highest inhibitory activity. The substituent groups also influence the inhibitory activity. Thiazolylamino (compound No. 320) and 3-methyl-4-thiazolin-2-ylidenamino (229) showed higher inhibitory activity than thiazolyloxy (156), and N-methyl-N-thiazol-2-ylamino (185) showed the lowest activity. The placement of a fluoro atom at the 3-position or two chloro atoms at the 3,5-positions of the benzene ring increased the inhibitory activity of the prostaglandin synthetase, but this did not necessarily occur with the placement of a chloro atom at the 3-position. Inhibitory activities of 480156-S-related compounds against prostaglandin synthetase showed a good correlation with their anti-inflammatory activities, but did not correlate with their analgesic activities.